Peripheral neuropathy is a common condition that is associated with many systemic diseases. Its exact prevalence in the community is not known although epidemiological studies have established the frequency of certain subtypes-for example, Guillain-Barre syndrome,' diabetic neuropathy,' and CharcotMarie-Tooth disease.3 Because of the numerous causes (well over 100) of peripheral neuropathy and the likelihood of finding an underlying treatable condition, it is important to take a systematic approach to the diagnosis. Diagnostic algorithms for evaluation of neuropathies have been published. 4 Although it used to be believed that in more than half the cases a cause was not found,6 several large series have shown that after intensive investigation only about 20% of cases remain undiagnosed and these tend to have a relatively good prognosis.7-Pathological types of peripheral neuropathy There are three major pathological processes that affect the peripheral nervous system: axonal degeneration, segmental demyelination, and neuronopathy. It is important in the investigation of a peripheral neuropathy to be able to recognise the underlying pathological nature of the condition as it influences subsequent management. Axonal degeneration is the most common pathology seen in systemic, metabolic, toxic, and nutritional disorders. It characteristically has a predilection for large diameter and long fibres-distal axonopathy or dying back neuropathy. Segmental demyelination is primary destruction of the myelin sheath leaving the axon intact, although axonal degeneration may also be present in demyelinating neuropathies and secondary segmental demyelination may be seen in axonal degeneration. Electrophysiological studies are helpful in differentiating primary demyelination from axonal degeneration.
Neuronopathies are those conditions in which the cell bodies of axons-anterior horn cells or dorsal root ganglia are primarily affected.
Clinical evaluation
The most important parts of the investigation of suspected peripheral neuropathy are the taking of an accurate history and the performance of a careful clinical examination.
Sensory symptoms are usually the presenting features of neuropathy and include numbness, tingling, pins and needles in the hands and feet, burning sensations, pain in the extremities, sensations of walking on cotton wool, band like sensations around the wrists or ankles, unsteadiness on the feet, or stumbling. Motor symptoms are usually those of weakness and patients may find it difficult to turn keys in locks, unfasten buttons, and remove the tops of bottles and jars. In the early stages of peripheral neuropathy, weakness is usually distal; however, early proximal weakness is a feature of inflammatory neuropathies and porphyric neuropathy. Autonomic symptoms, particularly postural hypotension, impotence, sphincter disturbances, diarrhoea, constipation, and dryness or excessive sweating of the extremities point to damage of small myelinated and unmyelinated fibres. In the history, attention should be paid to recent upper respiratory tract or other infections, alcohol and drug intake, diet, possible exposure to industrial and environmental toxins, family history, and symptoms of systemic diseases. It is important to note the tempo of the disease-acute, subacute or insidious onset; rapid or slow progression; progressive, stepwise or relapsing and remitting course. 
NERVE CONDUCTION STUDIES
Nerve conduction studies play a key part in confirming the presence of peripheral neuropathy and in establishing its cause. They assist in determining whether the patient has a mononeuropathy, mononeuritis multiplex, or a generalised peripheral neuropathy, and if so, whether it is symmetric or asymmetric, whether both sensory and motor fibres are affected, and whether the underlying pathology is that of axonal degeneration or segmental demyelination as there is a correlation between the conduction velocity and the underlying pathological process."1'7 Table 4 shows the causes of segmental demyelination and conduction velocities in the demyelinating range. Nerve conduction studies should be performed on nerves that are clinically unaffected as well as those that are clinically affected. In general, several nerves should be studied in upper and lower limbs-for example, motor and sensory conduction in median and ulnar nerves, motor conduction in common peroneal and posterior tibial nerves, and sensory conduction in sural nerves. In some cases it may be appropriate to perform sensory conduction on radial, tibial, and saphenous nerves and to record mixed nerve action potentials in ulnar and common peroneal nerves. Every clinical neurophysiology laboratory should have established its own control values. The age of the patient needs to be taken into account because nerve conduction velocities in full term infants are about half the adult values but increase to the adult range at 3 to 5 years of age; there is also a reduction in conduction velocity after the age of 40. Temperature of the limbs must be controlled or a temperature correction applied because the conduction velocity changes by Autonomic dysfunction is a common complication of peripheral neuropathies although often it is mild and of little relevance. In some conditions, however, there may be profound disturbance of autonomic function including orthostatic hypotension, impairment of blood pressure, heart rate and bladder control, and impotence. Diseases that primarily affect small fibres in peripheral nerves or cause acute demyelination of small myelinated fibres are those most likely to cause autonomic dysfunction. These include acute dysautonomia, familial and primary amyloidosis, Guillain-Barre syndrome, diabetes, porphyria, Chagas' disease, and some hereditary sensory and autonomic neuropathies.'2" There are many available tests from which to select; tests of both sympathetic and parasympathetic function should be included and it is generally necessary to find abnormalities in two or more of these tests to confirm the presence of autonomic dysfunction. 33 Tests of autonomic function that can be readily undertaken in the clinical neurophysiology laboratory are heart rate variation with respiration, Valsalva ratio, heart rate response to standing or tilting, blood pressure response to sustained hand grip, and the sympathetic skin response.34 Autonomic function studies, together with quantitative sensory testing and sural nerve biopsy, are the most useful ways of confirming a diagnosis of small fibre neuropathy. '6 MOLECULAR GENETICS There are now several hereditary neuropathies in which the gene locus has been identified and the number is rapidly increasing with advances in recombinant DNA technology. The types of genetic analysis available to the clinician fall into two groups: linkage studies for conditions in which the region of the gene on the chromosome has been identified but the defective gene has not been cloned, and mutation analysis or positional cloning in those conditions in which the gene has been cloned.'7-'9 In HMSN la and b there is a reduction in the density of fibres, evidence of segmental demyelination on light and electron microscopy and teased nerve fibres, and in most myelinated fibres the myelin sheath is of appropriate diameter for the axon. In HMSN II there is a reduction in the density of myelinated fibres but no evidence of demyelination. In HMSN III onion bulbs are prominent and the myelin sheath is abnormally thin relative to the axon diameter. Genetic studies-Most cases of HMSN I are type la, which is linked to chromosome 17. There is usually a duplication on 17pll.2-1279-8' in which region the PMP22 gene is located. In some cases of the disease, a point mutation of the coding region of PMP22 has been demonstrated where an identical mutation also occurs in the trembler mouse. Amyloid neuropathy Peripheral neuropathy is a feature of primary amyloidosis and several types of familial amyloid polyneuropathy. Dysaesthesiae, loss of pain and temperature sensation in the extremities, and autonomic dysfunction (postural hypotension, impotence, impaired sweating, bladder disturbance) are characteristic features. Distal sensory loss, predominantly of pain and temperature sense, are found on examination. Nerve conduction studies and electromyography are consistent with axonal neuropathy. Autonomic function studies are abnormal. Sural nerve biopsy is usually diagnostic and shows amyloid deposits in blood vessels and endoneurium on Congo red staining and there is selective loss of small myelinated and unmyelinated fibres. The diagnosis of amyloidosis may also be established by abdominal fat, rectum, kidney, and liver biopsy.50 53 A high proportion of patients with primary amyloidosis have monoclonal proteins on immunoelectrophoresis of urine and blood, and some have multiple myeloma. Immunohistochemical staining of tissue amyloid identifies protein specific types-AL in primary amyloidosis and AF in familial types. The amyloid in familial polyneuropathy is not derived from immunoglobulin and therefore abnormal immunoglobulins are not present in the serum. In most, but not all, types of familial polyneuropathy (Portuguese, Indian, German and Jewish, and Appalachian types), there is a prealbumin (transthyretin) fraction in the serum and a point mutation in the transthyretin gene (chromosome 1 8q. 11.2, q12. 1). The Finnish type of amyloidosis has been located on 9q33 and the Iowa type on 1 1q33-q24. The Van Allen type is due to a genetic defect of apolipoprotein Al. 35 Hereditary disorders of lipid metabolism Metachromatic leukodystrophy-Metachromatic leukodystrophy is associated with peripheral neuropathy that may sometimes be a presenting feature in adult cases. Nerve conduction studies are consistent with the segmental demyelination that is seen on sural nerve biopsy together with metachromatic granular inclusions in Schwann cells.6466 Diagnosis may be established in the laboratory by determination of reduced arylsulphatase concentrations in blood leucocytes and skin fibroblasts, and by the finding of intracellular deposits of metachromatic material on microscopic examination of urinary sediment. 66 There is a mutation of the gene encoding for arylsulphatase A on chromosome 22q-13qter. ' Antecedent precipitating factors (for  example, immunisation, Campylobacter, Epstein-Barr virus, and mycoplasma infections) should be sought. The CSF may show the typical abnormalities of increased protein and low white cell count; a high white cell count raises the suspicion of HIV, Lyme disease, and other infections.28 30 100 Nerve conduction studies are essential for diagnosis but may be normal in the early stages in which case recording of F waves and somatosensory evoked potentials should be undertaken to seek evidence of impairment of proximal conduction. Three or more nerves should be studied in upper and lower limbs as the peripheral nerve demyelination may be asymmetric and patchy.25 Serial studies should be undertaken if the diagnosis is in doubt. Electromyography should be performed after two or three weeks if recovery is slow, or muscle wasting has developed, to ascertain the extent of axonal degeneration. Nerve conduction studies should be repeated if recovery is delayed; persistent slowing of conduction, conduction block, and dispersion should raise the suspicion of chronic inflammatory demyelinating polyneuropathy with acute onset but it should be borne in mind that electrophysiological evidence of demyelination may persist in typical Guillain-Barre syndrome for many weeks.
Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) Typically the onset is subacute, the peak of disability being reached later than four weeks; however, it may have a more rapid onset. The diagnosis is confirmed by evidence of demyelination from nerve conduction studies. 4243 Atropa belladonna is a member of the nightshade family solanaceae. Its botanical name is derived from Atropos who, in Greek mythology, cut the thread of life. The red sap enlarges the pupils of the eye. The plant was named at the time of the Italian Renaissance in the days of the infamous Borgia family, when the ready availability of poison was popular. The ladies of the court used one of these poisons, belladonna, not to kill their rivals but to beautify and enlarge their pupils.
The solanaceous alkaloids are among the earliest effective treatments for parkinsonism. Belladonna contains atropine, scopolamine, and hyoscyamine. The ripe berries are sweet tasting and poisonous and attractive to children.
A medicinal plant series published and produced by Yugoslavia in 1965 shows the belladonna flower (Stanley Gibbons 1161, Scott 775).
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